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- The MAILING DATE of this communication appears on the cover sheet with the c rrespondence address - 
Peri df r Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )K Responsive to communication(s) filed on 1 1/8/2004 . 
2a)K This action is FINAL. 2b)Q This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^] Claim(s) 59-65,68-70 and 74-85 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) E3 Claim(s) 59-65 and 74-85 is/are rejected. 

7) K Claim(s) 68-70 is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)S The drawing(s) filed on 24 October 2001 is/are: a)M accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1 .121(d). 
1 1 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-1 52. 

Priority under 35 U.S.C. § 119 

12)D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)D All b)D Some * c)D None of: 

1 0 Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. Q Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

1. Claims 1-58, 66-67 and 71-73 have been canceled. 
Claims 59-65, 68-69 and 76 have been amended. 
Claims 78-85 have been added. 

2. Claims 59-65, 68-70 and 74-85 are pending and under examination. 

3. The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

4. This Office Action contains New Grounds of Rejections. 
Objections/Rejections Withdrawn 

5. The rejection of claim 76 under 35 U.S.C 101 as being drawn to non-statutory 
subject matter is withdrawn in view of the amendment to the claim. 

6. The rejections of claims 58 and 71-73, part a, under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention is withdrawn in view of the 
cancellation of the claims. 



7. The rejection of claims 58 and 74-77 under 35 U.S.C. 102(b) as being 
anticipated by Struyk et al is withdrawn in view of Applicant's arguments and the 
amendments to the claims. 
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Response to Arguments 

8. The rejection of claims 59-62 and 74 under 35 U.S.C. 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention is maintained. 

With respect to part a under item no. 16 of the previous Office Action (mailed 
6/10/2004), the response filed 1 1/8/2004 has been carefully considered, but is deemed 
not to be persuasive. The response argues that the claims have been amended to 
recite an isolated nucleic acid encoding a polypeptide having at least 85-99% identity to 
the amino acid sequence of (a) or (b) or (c) or (d) or (e) and therefore, the phrase 
"wherein the nucleic acid encodes a polypeptide that is a mitogen for inner ear 
supporting cells" clearly refers to the isolated nucleic acids having at least 85-99% 
identity wherein these nucleic acids encode polypeptides that are mitogens for inner ear 
supporting cells. In response to this argument, it is pointed out that parts (c), (d) and (e) 
of claims 59-62 are drawn to nucleic acids and not amino acid sequences. Thus, as 
parts (c), (d) and (e) of claims 59-62 are drawn to the nucleic acid sequence of SEQ ID 
NO:522 or the full-length coding sequence of SEQ ID NO:522 and the preamble of the 
claims are drawn to variant nucleic acid sequences and fragments encoding variant 
polypeptides (i.e., 85-99% identity to SEQ ID NO:523). It remains unclear which of 
these nucleic acid sequences the phrase "wherein the nucleic acid encodes a 
polypeptide that is a mitogen for inner ear supporting cells" refers to. 

With respect to part b under item no 16 of the previous Office Action (mailed 
6/10/2004) the response filed 1 1/8/2004 did not address the lack of antecedent basis for 
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the limitation "the nucleic acid" and as discussed above it remains unclear which nucleic 
acid the phrase refers to and part (e) of the claims does not recite any "nucleic acid". 

New Grounds of Objections/Rejections 

9. Claims 59-62 are objected to as being dependent upon a cancelled claim. 
Appropriate correction is required. 

10. Claims 59-65 and 74-77 are rejected under 35 U.S.C. 112, second paragraph, 
as being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. 

The claims are indefinite for reciting "The isolated nucleic acid of Claim 58 
encoding a polypeptide having at least 85-99% sequence identity to:" in claims 59-62. 
Parts (c), (d) and (e) of the claims are drawn to nucleic acid sequences and not 
polypeptide sequences, thus, the claims are drawn to a polypeptide having at least 85- 
99% identity to the nucleic acid sequences of parts (c), (d) and (e). Are the claims 
drawn to nucleic acid sequences having 85-99% identity with the nucleic acid 
sequences of parts (c), (d) and (e) or are the claims drawn to nucleic acids which 
encode polypeptides having 85-99% identity with the amino acid sequences encoded by 
the nucleic acids of parts (c), (d) and (e) of the claims? Further, claims 63-65 are 
indefinite for reciting "An isolated nucleic acid comprising:" the nucleic acid of parts (c), 
(d) and (e) (see claim 63) and for reciting "The isolated nucleic acid of Claim 63 
comprising the amino acid sequence". It is unclear what is contemplated by the 
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phrases as nucleic acids may encode amino acid sequences, but do not comprise 
amino acid sequences. 

Priority 

The Examiner acknowledges and agrees with applicant's assessment that 
patentable utility for the subject matter defined in claims 59-65, 68-70 and 74-77 is 
based on the proliferation of rat utricular supporting cells assay (Example 1 16 at page 
277 of WO 99/46281), which was first disclosed in PCT/US99/05028 (WO 99/46281), 
filed 3/8/1999 and patentable utility for the subject matter defined in claims 74-85 is 
based on the chondrocyte re-differentiation assay (Example 126 at page 359) and the 
glucose/FFA uptake assay (Example 1 17 at pages 355-356 of WO 00/53756) first 
disclosed in PCT/US00/04341 (WO 00/53756), filed 2/18/2000. Therefore, claims 59- 
65, 68-70 and 74-77 are granted the priority to 3/8/1999 and claims 74-85 are granted 
priority to 2/18/2000. 

1 1 . Claims 59-61 , 74-80 and 82-84 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Struyk et al (The Journal of Neuroscience, 15(3):2141-2156, March 1995) 
as evidenced by Gil et al (Journal of Neurobiology, 51:190-204, 2002). 

The claims are interpreted as being drawn to isolated nucleic acids encoding a 
polypeptide having 85-95% identity to the amino acid sequence of SEQ ID NO:523, 
optionally lacking its associated signal peptide, wherein the encoded polypeptide is a 
mitogen for inner ear supporting cells, induces chondrocyte re-differentiation and 
stimulates the uptake of glucose or FFA by adipocyte cells. The claims are also drawn 
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to a vector comprising the nucleic acids and a host cell comprising said vector, wherein 
the host cell is a CHO cell, an E.coli or a yeast cell. 

Struyk et al teach a polynucleotide sequence encoding a polypeptide having 97% 
identity with the amino acid sequence of the polypeptide of SEQ ID NO:523 lacking its 
associated signal peptide, the amino acid sequence of the polypeptide encoded by the 
full-length coding sequence of SEQ ID NO:522, and the amino acid sequence of the 
polypeptide encoded by the full-length coding sequence of the cDNA deposited under 
ATCC accession number 209487 (see Figure 3 and the alignment attached to the back 
of this Office Action; Exhibit A). Struyk et al teach that the polynucleotide was isolated 
from a Stratgene P5 rat brain library and plasmid rescue was carried out by excision 
with R408 helper phage (see page 2142, right column). Thus, Struyk et al teach a 
vector/plasmid comprising a polynucleotide encoding a polypeptide having 97% identity 
with the amino acid sequence of the polypeptide of SEQ ID NO:523 lacking its 
associated signal peptide, the amino acid sequence of the polypeptide encoded by the 
full-length coding sequence of SEQ ID NO:522, and the amino acid sequence of the 
polypeptide encoded by the full-length coding sequence of the cDNA deposited under 
ATCC accession number 209487 as well as host cells comprising said vector/plasmid. 
Struyk et al also teach that the polynucleotide encodes a rat neurotrimin polypeptide 
having 97% identity with the polypeptide of SEQ ID NO:523, lacking its associated 
signal peptide (i.e., full-length coding sequence) (see Figure 3 and the sequence 
attached to the back of this Office action; residues 29-344 of SEQ ID NO:523) and 
neurotrimin is a member of the immunoglobulin gene superfamily (IgSF) of 
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glycorylphosphatidylinositol (GPI) anchored cell adhesion molecules (see page 2141, 
right column and abstract). Further, Struyk et al teach that the cell adhesion molecules 
of the IgSF constitute a large family of proteins implicated in neural cell interactions and 
nerve fiber outgrowth during development (see bridging paragraph of pages 1214-1242. 
As evidenced by Gil et al (Journal of Neurobiology, 51:190-204, 2002) neurotrimin is a 
member of the IgLON family of GPI-anchored neural cell adhesion molecules (see 
abstract). As evidenced by the instant specification, the polynucleotide of SEQ ID 
NO:522, which encodes SEQ ID NO:523 (i.e., PR0337) is a newly identified member of 
the IgLON subfamily of the immunoglobulin superfamily and may possess neurite 
growth and differentiation potentiating properties (see page 179, lines 36-37). 
Therefore, it is the Examiner's position that Struyk et al have produced a polynucleotide, 
which encodes a polypeptide that is a mitogen for inner ear supporting cells, induces 
chondrocyte re-differentiation and stimulates the uptake of glucose or FFA by adipocyte 
cells. One of ordinary skill in the art would reasonably conclude that the neurotrimin 
polypeptide of Struyk et al also possesses the same functional properties as those of 
the encoded polypeptides of SEQ ID NO:523 claimed and, therefore, it appears that 
Struyk et al has produced a polynucleotide that encodes a polypeptide that is 
functionally identical to the encoded polypeptide of SEQ ID NO:523 lacking its 
associated signal peptide. Since the Patent and Trademark Office does not have the 
facilities for examining and comparing the encoded polypeptide of SEQ ID NO:523 
lacking its associated signal peptide claimed with the polypeptide of Struyk et al, the 
burden of proof is upon the Applicant to show a distinction between the functional 
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characteristics of the claimed encoded polypeptide of SEQ ID NO:523 lacking its 
associated signal peptide and the encoded polypeptide of the prior art (Struyk et al). 
See In re Best, 562 F.2d 1252, 195 U.S.P.Q. 430 (CCPA 197) and Ex parte Gray, 10 
USPQ 2d 1922 1923 (PTO Bd. Pat. App. & Int.). 

Claim Rejections - 35 USC §102 

12. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed 
publication in this or a foreign country, before the invention thereof by the applicant for a patent. 

13. Claims 74-85 are rejected under 35 U.S.C. 102(a) as being anticipated by 
Fukushima et al [a] (WO 99/58668, 11/18/1999) as evidenced by English equivalent 
Fukushima et al [b] (U.S. Patent 6,664,383 B1). 

The claims are interpreted as being drawn to isolated nucleic acids encoding a 
polypeptide having 85-99% identity to the amino acid sequence of SEQ ID NO:523, 
optionally lacking its associated signal peptide, wherein the encoded polypeptide is 
induces chondrocyte re-differentiation and stimulates the uptake of glucose or FFA by 
adipocyte cells. The claims are also drawn to a vector comprising the nucleic acids and 
a host cell comprising said vector, wherein the host cell is a CHO cell, an E.coli or a 
yeast cell. 
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Fukushima et al [a] teach an isolated nucleic acid encoding a polypeptide 
identical to the polypeptide of SEQ ID NO:523 (see SEQ ID NO:1 of Fukushima et al 
and the alignments attached to the back of this Office Action as Exhibit B). Fukushima 
et al teach a vector comprising the isolated nucleic acid and host cells comprising the 
vector, wherein the host cells are bacterial, yeast, insect or mammalian cells as 
evidenced by Fukushima et al [b] (see column 3 and SEQ ID Nos:1 and 2). 

Products of identical chemical composition cannot have mutually exclusive 
properties. A chemical composition and its properties are inseparable. Therefore, if the 
prior art teaches the identical chemical structure, the properties applicant discloses 
and/or claims are necessarily present. In re Spada 15 USPQ2d 1655, 1658 (Fed. Cir. 
1990). See MPEP 2112.01. 

Conclusions 

14. No claim is allowed. 

15. Claims 68-70 are objected to as being dependent upon a rejected base claim, 
but would be allowable if rewritten in independent form including all of the limitations of 
the base claim and any intervening claims. 

1 6. Applicant's amendment necessitated the new grounds of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 

§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 
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A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

17. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to David J. Blanchard whose telephone number is (571) 
272-0827. The examiner can normally be reached at Monday through Friday from 8:00 
AM to 6:00 PM, with alternate Fridays off. If attempts to reach the examiner by 
telephone are unsuccessful, the examiner's supervisor, Jeffrey Siew, can be reached at 
(571 ) 272-0787. The official fax number for the organization where this application or 
proceeding is assigned is 571-273-8300. 

Respectfully, 



David J. Blanchard 
571-272-0827 
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